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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to diamino (hydroxy) propane derivs. of formula I 
[wherein: Rl = - (CH2) 1-2-S (O) 0-2- (Cl-6 alkyl) or (un) substituted 
(cyclo)alkyl, alk (en/yn) yl , (hetero) aryl , etc.; R2 = H, Cl-6 alkyl 
optionally substituted with 1-3 substituents , (CH2) 0-4- (hetero) aryl , C2-6 
alk (en/yn) yl, etc.; R3 = H, Cl-6 alkyl optionally substituted with 1-3 
substituents, (CH2 ) 0-4- (hetero) aryl , etc.; R4 = Cl-10 alkyl optionally 
substituted with 1-3 substituents, - ( CH2 ) 0 - 3 - eye loalkyl , 
- (CR7R8) 0-4- (hetero) aryl, etc.; one of R5 and R6 is H and the other is 
-C(0) (CR9R10) 1-6-X-R11, etc.; R7 and R8 are independently selected from H, 
alkyl, hydroxyalkyl, alk (en/yn) yl, etc.; R9 and R10 are independently 
selected from H or Cl-10 alkyl; Rll = (hetero) aryl , optionally substituted 
Cl-10 alkyl, or C3-8 cycloalkyl, etc.; X - 0, S, S02, etc.]. Compds. I 
• include inhibitors of beta-secretase enzyme useful in the treatment of 
Alzheimer's disease and other diseases characterized by deposition of A 
beta-peptide in a mammal. Biol, examples include beta-secretase 
inhibition, assays using synthetic oligopeptide - substrates , inhibition of 
A beta production in human patients, etc. For instance, compound II 

(preparation 8) 

was prepared via amidation of benzoic acid derivative III by 
diamino (hydroxy) propane derivative IV and subsequent Boc-cleavage (no yield 
data). Using 19F-NMR an intramol. acyl-migration was observed when compound II 
was dissolved in DMSO-d6 and pH 4 buffer solution was added. 
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MARPAT 133 : 59100 
Methods for the synthesis of a - hydroxy- p- amino acid and amide 
derivs. and a-ketoamide derivs. and novel derivs. made by these 
methods are provided. These methods involve reacting an N- terminally 
blocked (protected) aminoaldehyde with an isonitrile and a carboxylic acid 
to give an amino-a-acyloxy carboxamide . The acyloxy group may be 
removed to give the derivative Alternatively the protecting group is removed 
and acyl shift occurs to give the derivative These derivs. are useful in the 
synthesis of compds . such as peptidyl a-ketoamides and 
a-hydroxy-p-carboxylic acid and amide derivs. Thus, 
a-acyloxy-p-protected amino acid derivs. Boc- 

NHCH[(S) ( CH2 ) 3NHC (NH2 ) : NN02 ] CH (02CR) CO-Gly-OEt (R = Fmoc-Pro, Alloc-Pro, 
Ac, Bz, C0CH2CH2Ph) are among the compds. prepared 
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Purification to apparent homogeneity by immunoaf f inity 
chromatography and partial characterization of the GM3 
ganglioside- forming enzyme, CMP- sialic 
acid: lactosylceramide a2 , 3 -sialyltransferase 
(SAT-1) , from rat liver Golgi [Erratum to document 
cited in CA115 (1) :3719v] 

Melkerson-Watson, Lyla J./ Sweeley, Charles C. 

Dep. Biochem., Michigan State Univ., East Lansing, MI, 
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Journal of Biological Chemistry (1991), 266(29), 19865 
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the text has been corrected The error was not reflected in the 
the index entries. 
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AB Lactosylceramide a2 , 3-sialyltransf erase (SAT-1) was purified 

.apprx. 40, 000-fold to apparent homogeneity from rat liver Golgi apparatus. 
SAT-1 was solubilized from Golgi vesicles in 5% lauryldimethylamine oxide 
and partially purified by affinity chromatog. twice on CMP-hexanolamine 
and once on lactosylceramide aldehyde -Sepharose 4B. Final purification was 
achieved by immunoaf f inity chromatog. on M12GC7-Gel 10. The M12GC7 
monoclonal antibody specifically inhibited and immunopptd. SAT-1 activity. 
Identification of the protein, with an apparent mol . weight by SDS-PAGE of 
.apprx. 60, 000 daltons, was confirmed by Western blot and immunodetection 
with M12GC7. SAT-1 specifically catalyzed the transfer of 
N-acetylneuraminic acid (NeuAc, sialic acid) to lactosylceramide 
(Gaipi-4Glcpl-0-ceramide) , forming GM3 ganglioside. Studies on 
substrate specificity indicated that the preferred acceptors have the 
general structure, saccharide pl-O-ceramide , a disaccharide being 
preferred to a monosaccharide. SAT-1 was found to be a glycoprotein. The 
carbohydrate moieties were detected with specific lectins. 
Deglycosylation of SAT-1 with N-glycanase resulted in an increase in a 
43 , 000-dalton band. The 2-dimensional electrophoretogram of SAT-1 
indicated a pi range of 5.7-6.2 for the 60 , 000-dalton protein. 
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